. Digitonin derived IMM and OMM mitochondrial fractions contain primarily mitochondrial proteins. Digitonin derived IMM and OMM fractions were assayed for their protein content by LC-MS/MS. Data was filtered for mitochondrial peptides by searching against the MitoCarta database coupled with manual confirmation of protein localization via Uniprot. Peptides from non-mitochondrial proteins comprised between 3-7% of the total peptides identified in the IMM fractions. Samples were analyzed using an Agilent 6550 Series Accurate-Mass Quadrupole Time-of-Flight (Q-TOF) LC-MS/MS system as described in the Methods. Figure S3 . Co-localization of COXIV and PrP C in cells of the cortex. Cell images are from a single slice of the z-stack images shown in Figure 6a and b with COXIV staining in green and PrP C staining in red. The z-slice number is indicated in parentheses. The yellow arrows are drawn through an ~2.5 µm segment from Box 3 in Fig. 6a and from Box 6 in Fig. 6b . The arrows correspond to the fluorograms shown in the bottom panels. There is a clear and coincident increase in fluorescent intensity for both COXIV (green line) and PrP C (red line) in each fluorogram, indicating an area of the cell with close co-localization of the two molecules.
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